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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 



Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 

earned patent term adjustment. See 37 CFR 1 .704(b). 



3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) E3 Claim(s) 60.61.63.64.78-86 and 105-171 is/are pending in the application. 



Application Papers 

9)D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 1 1 9 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Status 



1)13 Responsive to communication(s) filed on 09 May 2005 . 
2a)D This action is FINAL. 2b)H This action is non-final. 



4a) Of the above claim(s) is/are withdrawn from consideration. 



5) 13 Claim(s) 78-86.112 and 113 is/are allowed. 

6) M Claim(s) 60.63.105.109.114-119 and 147 is/are rejected. 

7) M Claim(s) 61. 64.106-108.110.120-146 and 148-171 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 
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4) O Interview Summary (PTO-413) 




3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 
Paper No(s)/Mail Date . 
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DETAIL ACTION 

1. Applicant's amendment filed May 9, 2005 is acknowledged and has been entered. Claims 
60, 78, 79, 82-86 have been amended. Claims 105-171 have been added. Claims 1-59, 62, 65- 
77, 87-104 have been canceled. Claims 60, 61, 63-64, 78-86 and 105-171 are pending. All of 
the arguments have been thoroughly reviewed and considered but are deemed moot in view of 
the new grounds of rejections. Any rejection not reiterated in this action has been withdrawn as 
being obviated by the amendment of the claims. 

2. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 

Previous Rejections 

3. The previous rejections under 35 USC 102(b) are withdrawn in view of Applicant's 
cancellation of the claims. 

New Ground(s) of Rejections 

THE NEW GROUND(S) OF REJECTIONS WERE NECESSITATED BY APPLICANT S 
AMENDMENT OF THE CLAIMS: 

Claim Rejections - 35 USC § 11: New Matter Rejection 

4. Claims 119 and 147 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. The limitation "wherein one or both primers of the second primer set do not 
anneal to an amplicon product produced by the first primer set in the PCR amplification" is not 
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supported by the specification as originally filed. Nowhere in the specification is there a 
recitation of the negative proviso recited in the claims 1 19 and 147. The specification discloses 
at paragraph 0009 that: 

"...the second primer set is added to the reaction mixture at the beginning of the second 
amplification stage, thereby limiting the physical presence of the second primer set during the 
first stage. In this method, the rarer target sequence preferably is amplified before the less-rare 
sequence which typically is a control, such as .beta.-gus or 18SrRNA sequences". 

There is nothing in that disclosure or anywhere else in the specification which recites or suggest 

that "one or both primers of the second primer set do not anneal to an amplicon product produced 

by the first primer ...". Based on the lack of support of instant invention as recited in claims 119 

and 147, the specification would not have suggested to the skill artisan that the Applicant was in 

possession of the claimed invention as of the filing date of the application. 

Claim Rejections - 35 USC §102 

5. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

6. Claims 60, 63, 105 and 115-1 18 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Takano et al. (The journal of Clinical endocrinology and Metabolism, vol. 84, No. 3, pages 
951-955). Regarding claims 60 and 116, Takano et al teach a method comprising conducting a 
reverse transcription reaction for less than about 10 minutes on an RNA sample in a reaction 
mixture -to produce a DNA sample; (b) adding a PCR reagent composition containing a PCR 
primer set and a thermostable DNA polymerase to the reaction mixture and conducting a PCR 
amplification on the reaction mixture (page 952, col. 2, first full paragraph beginning at line 3). 
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Regarding claim 63 and 117, Takano et al teach the method of claims 60 and 116, 
wherein the reverse transcription reaction is conducted for about 2 minutes (see page 952, col 2, 
first full paragraph). 

Regarding claims 105, Takano et al teach a method comprising conducting a PCR 
amplification reaction on a DNA sample in a PCR reaction mixture, wherein the PCR 
amplification is conducted in a first amplification stage and a second amplification stage, each 
amplification stage comprising one or more PCR cycles and each cycle comprising a denaturing 
step, an annealing step and an elongation step, wherein the PCR amplification of the second 
amplification stage is conducted under different reaction conditions than the PCR amplification 
of the first amplification stage and wherein the denaturation step for one or more cycles is about 
1 minute or less (page 952, col. 2, first full paragraph). Takano et al further teach wherein one 
of the first primer and the second primer set produce a carcino embryonic antigen-specific 
amplicon (same citation as above). 

Regarding claim 115, Takano et al teach a method comprising conducting a PCR 
amplification on a PCR reaction mixture in a first stage and a second stage, the reaction mixture 
comprising a DNA sample, a first primer set having a first effective Tm and a second primer sect 
having a second effective Tm different from the first effective Tm 1 , each amplification stage 
comprising one or more PCR cycles, each PCR cycle comprising a denaturing step, an annealing 
step and elongation step, wherein the annealing step of the first amplification stage is conducted 
at a greater temperature (60°C) than the annealing step of the second amplification stage (55°C) 
(page 952, col. 2, first full paragraph). 

1 The Tm was calculated by the Examiner using the following formula: 
Tm (°C) = 2x( A + T) + 4 x (G + C). 
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Regarding claim 118, Takano et al teach the method of claim 116, wherein the reverse 
transcription reaction is conducted prior to the first amplification and prior to the addition of one 
of PCR primers and a thermostable DNA polymerase to the reaction mixture, to produce DNA in 
, the DNA sample of the reaction mixture (page 952, col. 2, first full paragraph). 



7. Claims 105 is rejected under 35 U.S.C. 102(b) as being anticipated by Gerhard et al 
(Journal of Clinical Oncology, vol. 12, No. 4, pages 725-729, April 1994). Regarding claim 105, 
Gerhard et al teach a method comprising a PCR amplification on a DNA sample in a PCR 
reaction mixture, wherein the PCR amplification is conducted in a first amplification state and 
second amplification state, each amplification stage comprising on one or more PCR cycles and 
each PCR cycle comprises a denaturing step, an annealing step and an elongation step that may 
be conducted at the sample temperature as the annealing step, wherein the PCR amplification of 
the second amplification of the second amplification stage is conducted under different reaction 
conditions than the PCR amplification of the first amplification stage and wherein one of the first 
PCR primer set and the second PCR set produces a carcioembryonic antigen specific amplicon 
(page 726, col 2, first full paragraph). 
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Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

10. Claims 109 and 114 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Howell et al (US 5995552, November 16, 1999) in view of Kurnit et al (US 6033854, March 7, 
2000). Regarding claim 109 and 114, Howell et al teach a method comprising the steps of 
conducting a PCR amplification reaction on a DNA sample in a OCR reaction mixture, wherein 
the PCR amplification is conducted in a first amplifications stage and a second amplification 
stage, each amplification stage comprising one or more PCR cycles and each cycle comprising a 
denaturing step, an annealing step, an elongation step that may be conducted at the same 
temperature ad the annealing step, wherein the PCR amplification of the second amplification 
stage is conducted under different reaction conditions than the PCR amplification of the first 
stage (col. 23, line 22 to col. 24, line 16). Howell et al differs from the instant invention in that 
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the patent does not expressly teach wherein the amplification states include one or more 
quantitative PCR reactions using a fluorescent reporter molecule to indicate accumulation of a 
specific amplicon. 

Kurnit et al teach a PCR method comprising steps similar to that of Howell et al. Kurnit 
et al teach wherein the method comprises carrying out a two-stage (nested) PCR reaction 
wherein the profile for the reaction is monitored by fluorescence using quantitative PCR 
conditions (col. 7, line 65 to col. 8, line 20). Kurnit et al teach that the method allows for 
increase specificity of the reaction product (col. 8, lines 10-20). Therefore, one of ordinary 
skill in the art would have been motivated at the time of the claimed invention to have modify 
the method of Howell et al to encompass a step of quantitative PCR for the benefits of increasing 
specificity of the reaction conditions as suggested by Kurnit et al. 

Conclusion 

11. Claims 60, 63, 105, 109, 114-119 and 147 are rejected. Claims 64, 106-108, 110, 120- 
146 and 148-171 are objected because they depend from rejected claims. Theses claim have not 
been rejected under prior art because no motivation could be found for the limitations recited 
therein. Claims 78-86 and 1 12 and 1 13 are free of the prior art because not prior art could be 
found wherein a PCR method was performed during surgery. The closest prior art not relied 
upon: Brown et al teach a method of detecting intraoperative tumor cell dissemination in patients 
with breast cancer by use of reverse transcription and PCR. The reference teaches wherein 
samples were collected before, during and after an operation followed by analysis via RT-PCR. 
Claims 1 12 and 1 13 are free of the prior art because no prior art could be found teaching a PCR 
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method wherein the denaturation step is carried out for 1 second or less. The closest art made of 
record teaches wherein the denaturation step is at least 1 minute or 30 seconds. 
12. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Cynthia B. Wilder, Ph.D. whose telephone number is (571) 272- 
0791. The examiner works a flexible schedule and can be reached by phone and voice mail. 
Alternatively, a request for a return telephone call may be emailed to cynthia wilderffiuspto . gov . 
Since email communications may not be secure, it is suggested that information in such request 
be limited to name, phone number, and the best time to return the call. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on (571) 272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

Patent applicants with problems or questions regarding electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available to answer your questions daily from 6 am to midnight (EST). 
The toll free number is (866) 2 17-9197. When calling please have your application serial or patent number, the type of 
document you are having an image problem with, the number of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem has been corrected. The USPTO's Patent Electronic 
Business Center is a complete service center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It also enables applicants to view 
the scanned images of their own application file folder(s) as well as general patent information available to the public. 

For all other customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 




